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sively washed with NMP (6 x 3 mL), CH 2 Cl 2 (5 x 3 mL), and MeOH (3 x 3 mL) and dried in vacuo for 7.5 h.
Before cleavage of the peptide from the resin the content of two reactors was combined in a silanized glass reactor. After treatment with AcOH-TFE-CH 2 Cl 2 (2:2:6, 8 mL) for 2 h at r.t. the resin was removed by filtration and washed with AcOH-TFE-CH 2 Cl 2 (2:2:6, 3 x 2 mL). The filtrates were combined, concentrated in vacuo and finally dried exhaustively by azeotropic distillation with cyclohexane or hexane under reduced pressure. Then the residue was dissolved in DMF (1 -5 mL) and the peptide was precipitated with ice-cold H 2 O and separated by suction filtration (glass frit, porosity 4) or centrifugation. Finally the residue was washed with H 2 O, and suspended in H 2 O (75mL) prior to lyophilization.
18a:
The synthesis was carried out with 400 mg Pro-2-chlorotrityl resin (500 μmol/g, 200 mol) to give 270 mg of an orange solid.
18b:
The synthesis was carried out with 400 mg Pro-2-chlorotrityl resin (500 μmol/g, 200 mol) to give 247 mg of an orange solid.
18c:
The synthesis was carried out with 400 mg Pro-2-chlorotrityl resin (500 μmol/g, 200 mol) to give 199 mg of a light orange solid.
18d:
The synthesis was carried out with 200 mg Pro-2-chlorotrityl resin (500 μmol/g, 100 mol) to give 120 mg of an orange solid.
Peptide cyclization -General procedure
PyBOP (4.00 equiv), HOBt (4.00 equiv) and DIEA (8.00 equiv) were added to a soln of the linear peptides 18 (1.00 eq) in CH 2 Cl 2 containing 3% NMP (v/v, c = 4·10
-4 M). The reaction mixture was stirred for 1 h at r.t. in the dark (RP-HPLC monitoring). Then the solvent was removed in vacuo, and ice-S5 cooled H 2 O was added. The precipitate was separated by centrifugation, washed with H 2 O (3 x 100 mL), and finally lyophilized (H 2 O, 75 mL).
19a:
The cyclization was carried out with 80.0 mg (60.7 mol) of the linear precursor 18a as described in the general procedure to give 71.9 mg (91%) of 19a as an orange solid.
19b:
The cyclization was carried out with 80.0 mg (60.7 mol) of the linear precursor 18b as described in the general procedure to give 71.7 mg (91%) of 19b as a yellow-orange solid.
19c:
The cyclization was carried out with 80.0 mg (61.3 mol) of the linear precursor 18c as described in the general procedure to give 60.0 mg (76%) of 19c as a yellow solid.
19d:
The cyclization was carried out with 120 mg (91.1 mol) of the linear precursor 18d as described in the general procedure to give 110 mg of a yellow solid. The crude material (60.0 mg, 46.1 mol)
was purified by semi-preparative RP-HPLC (R t = 12.0 min; System V, linear gradient from 20% A and 80% B to 100% B in 20 min, followed by isocratic elution with 100% B for 10 min) to give 10 mg (8.5%) of pure 19d as a yellow solid.
Final deprotection -General procedure
The protected cyclic peptides 19 were dissolved in 90% aq TFA (3 -6 mL) and stirred at r. 
20d:
The reaction was carried out with 10.0 mg (7.7 mol) of pure 19d as described in the general procedure to give 5.50 mg (71%) of peptide 20d as a yellow solid.
The cis/trans ratio in the pss 340 was determined by RP-HPLC (System I, Polaris column, linear gradient from 80% A and 20% C to 65% A and 35% C in 20 min, followed by another linear gradient to 50% A and 50% C in 10 min, isosbestic points in HPLC eluent: 226 nm and 275 nm). a System III, Luna column, linear gradient of 40% A and 60% B to 100% B in 20 min, followed by isocratic elution with 100% B for 10 min.
b System II, Polaris column, isocratic elution with 90% A and 10% C for 2 min, followed by a linear gradient to 70% A and 30% C in 18 min, followed by another linear gradient to 50% A and 50% C in 20 min. a System III, Luna column, linear gradient of 40% A and 60% B to 100% B in 20 min, followed by isocratic elution with 100% B for 10 min.
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b System II, Luna column, linear gradient from 40% A and 60% B to 100% B in 20 min, followed by isocratic elution with 100% B for 10 min.
c System II, Luna column, linear gradient from 20% A and 80% B to 100% B in 20 min, followed by isocratic elution with 100% B for 10 min. 
